
United States Patent and Trademark Office 



UNITED STATES DEPARTMENT OF COMMERCE 
United States Patent and Trademark Office 

Address: COMMISSIONER FOR PATENTS 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
www.uspto.gov 



APPLICATION NO. 


FILING DATE 


FIRST NAMED INVENTOR 


ATTORNEY DOCKET NO. 


CONFIRMATION NO. 


10/560,317 


07/13/2006 


Frank Leenders 


14836-53313 


4625 



24728 7590 08/22/2007 

MORRIS MANNING MARTIN LLP 
3343 PEACHTREE ROAD, NE 
1600 ATLANTA FINANCIAL CENTER 
ATLANTA, GA 30326 



EXAMINER 



UNDERDAHL, THANE E 



ART UNIT 



1651 



PAPER NUMBER 



MAIL DATE 



DELIVERY MODE 



08/22/2007 PAPER 

Please find below and/or attached an Office communication concerning this application or proceeding. 

The time period for reply, if any, is set in the attached communication. 



PTOL-90A (Rev. 04/07) 



Office Action Summary 


Application No. 

10/560,317 


Applicant(s) 

LEENDERS ET AL. 


Py ami nor 
E. Adl 1 II 1 lul 

Thane Underdahl 


Art Unit 

1651 





The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 !)□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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DETAILED ACTION 

This Office Action is in response to the Applicant's reply received 6/12/07. Claims 1-10 
are pending. Claims 8 and 9 are withdrawn. Claims 1-7 have been amended. Claim 
1 0 is new. 

Response to Applicant's Arguments — 35 U.S.C § 112 

In the response submitted by the Applicant the 35 U.S.C § 112 rejection of claims 
1-7 is withdrawn in light of the Applicant's amendment. 

Response to Applicant's Arguments— 35 U.S.C § 103 

In the response submitted by the Applicant, the 35 U.S.C § 103 (a) rejection of 
claims 1-5 and 7 over Leskovar et al. were considered but not found persuasive. 

The Applicant argues that Leskovar does not teach component A of the 
Applicant's invention nor component B. In review, component A is at least one 
compound having glutaminase activity which can be glutaminase, glutaminase- 
asparaginase, glutaminase analogue, derivative or modification thereof and is either of 
natural or synthetic origin. Component B is an antiplastic agent such as platinum 
complexes (i.e. cis-platinum) and anthracyclines. 

Dependent claim 2 includes the broad terms of "glutaminase analogue, derivative 
or modification thereof... of natural origin or is produced synthetically". Indeed the 
immuncongugates of asparginase and glutaminase as taught by Leskovar (paragraph 
192) are encompassed in the scope of "glutaminase analogue, derivative or 
modification" and as such are valid prior art to meet the limitation of component A since 
these immunoconjugates retain their activity of "cleaving essential cell metabolites" 
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(paragraph 192). Furthermore Leskovar teach component B by expressly stating that 
their immunoconjugates of xenogenic proteins can be mixed with anti-body conjugates 
of cytotoxic agents of doxorubicin, daunomycin, mitomycin C and anthracyclins 
(paragraph 23 and paragraph 26). One of ordinary skill in the art would recognize that 
these cytotoxic agents even without the antibodies are useful for cancer treatment, and 
the antibodies are added for site-directed treatment of the tumor. 

In summary Leskovar does teach a pharmaceutical composition containing "at 
least one compound having glutaminase activity; and at least one antineoplastic agent 
selected from the group consisting of platinum complexes and anthracyclines" 

Therefore the rejections stands and is repeated below with some alterations to 
include new claim 10. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the subject 
matter sought to be patented and the prior art are such that the subject matter as a whole 
would have been obvious at the time the invention was made to a person having ordinary 
skill in the art to which said subject matter pertains. Patentability shall not be negatived by 
the manner in which the invention was made. 

Claims 1-5, 7 and new claim 10 remain rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leskovar et al. (WO 89/09620 of PCT/EP89/00403). This reference 
is written in German. However it has a U.S. Patent Publication (US 2002/0094542) 
which is a 371 and as such is an English language equivalent document (see M.P.E.P., 
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Appendix L, 35 U.S.C. 371 National stage: Commencement.) The Examiner will cite the 
U.S. Patent Publication for convenience, but the rejection remains over WO 89/09620. 

These claims are to a combined pharmaceutical preparation comprising as active 
substances: (a) at least one compound having glutaminase activity (GA) and (b) at least 
one antineoplastic agent selected from platinum complexes and anthracyclines. Claim 
2 limits claim 1 by teaching the compound having GA is glutaminase, glutaminase- 
asparaginase, glutaminase analog, derivative or modification of the same and is either 
of natural origin or is produced synthetically. Claim 3 limits that the compound with GA 
is from Pseudomonas. Claim 4 limit that the GA compound is modified. Claim 5 limits 
the type of anthracycline. Claim 7 teach the pharmaceutical preparation further 
comprises a pharmaceutically acceptable carrier for oral or parenteral administration. 

Leskovar et al. teach a pharmaceutical preparation that comprises the 
Component A which includes anthracyclines such as doxorubicin and daunomycin that 
have been modified by conjugating them with antibodies (paragraphs 21-23). Leskovar 
et al. also teach that their pharmaceutical preparation can comprise antibody 
immunoconjugates of the enzymes asparaginase and glutaminase (paragraph 192). 
Leskovar et al. does not specifically teach the addition of both the anthracyclines and 
glutaminase enzymes in the same composition. However Leskovar et al. does teach 
that antibody conjugates of xenogeneic proteins can be admixed with Component A and 
either administered patenterally or orally (paragraph 25-26). One of ordinary skill in the 
art would recognize that that a composition with active substances such as enzymes 
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and anthracyclines would need to be mixed with a pharmaceutical^ acceptable carrier 
such as water to be administered patenterally or orally. 

It would therefore have been obvious for the person of ordinary skill in the art to 
modify the invention of Leskovar et al. to combine an enzyme such as glutaminase with 
component A, which they teach as an anthracycline such as doxorubicin. Leskovar et 
al. provides express motivation and reasonable expectation of success by stating that 
"conjugates, composed of xenogeneous proteins... can be admixed to the component A" 
(paragraph 26). 

Furthermore it would be obvious to combine the anthracycline and glutaminase 
since they are two components known for the same purpose (see M.P.E.P. § 2144.06). 
In this case the treatment of cancer (paragraph 140 and 192). 

Leskovar et al. also does not teach that the compound having glutaminase 
activity is from Pseudomonas. This is a product by process claim since it defines the 
product as being made from a specific process or method. 

However M.P.E.P. § 21 13 states "product-by process claims" such as this "are 

not limited to the manipulations of the recited steps, only the structure implied by the 

steps" as cited below: 

"[E]ven though product-by-process claims are limited by and defined by 
the process, determination of patentability is based on the product itself. 
The patentability of a product does not depend on its method of 
production. If the product in the product-by-process claim is the same as 
or obvious from a product of the prior art, the claim is unpatentable even 
though the prior product was made by a different process." 

Therefore since Leskovar et al. teaches utilizing glutaminase, it would have been 

obvious at the time the invention was made to use any known glutaminase (regardless 
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of the source) with a reasonable expectation of the same success found in using the 
glutaminase of Leskovar. Thus it would have been prima facie obvious to substitute any 
glutaminase into the preparation of Leskovar absent any teaching of criticality for the 
specific enzyme claimed. Furthermore any glutaminase regardless of its source will 
perform the same chemical reaction and can therefore be used for the same purpose 
and it would be obvious for one of ordinary skill in the art to substitute one glutaminase 
for the other (M.P.E.P. § 2144.06). 

Therefore, the invention as a whole would have been prima facie obvious at the 
time of filing in view of the reference listed above and as such claims 1-5, 7 and new 
claim 10 are not allowable. 

In the response submitted by the Applicant, the 35 U.S.C § 103 (a) 
rejection of claims 1-7 over Leskovar et al. as applied to claim 1-5, 7 and new claim 10 
above in view of Housman et al. were considered but not found persuasive. 

The Applicant argues that since claims 2-6 depend from the allowable claim 1 
that these dependant claims are also allowable. However as cited in the rejection 
above, claim 1 remains rejected and as such so too do the dependant claims. 

Therefore the rejections stands and is repeated below. 

Claim 1-7 and new claim 10 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Leskovar et al. (WO 89/09620 of PCT/EP89/00403) as applied to 
claim 1-5, 7 and new claim 10 above, and further in view of Housman et al. (U.S. Patent 
#6,200,754,2001). 
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The details of clams 1-5, 7 and new claim 10 and their rejection are described in 
the above 103(a) rejection over Leskovar et al. 

Claim 6 limits the pharmaceutical preparation comprising cis-platinum, 
oxaliplatinim or/and carboplatinum. 

While Leskovar et al. teach the use of other DNA crosslinking compounds such 
as mitomycin C (Leskovar et al. paragraph 23) in a composition for cancer treatment he 
does not teach the specific use of DNA crosslinking agent cis-platinum. However 
Housman et al. teach that mitomycin C and cis-platinum are both DNA crosslinking 
agents (col 22, lines 14-15) and one of ordinary skill in the art would recognize them as 
common drugs for cancer treatment (col 21 , line 55 to col 22, line 20). Therefore it 
would be obvious to replace cis-platinum or other DNA crosslinking agents such as 
oxaliplatinum and carboplatinum since these are art-recognized equivalents for the 
same purpose (M.P.E.P. § 2144.06). 

Therefore, the invention as a whole would have been prima facie obvious at the 
time of filing in view of the references listed above and as such claims 1-7 and new 
claim 10 are not allowable. 

In summary no claims, as written, are allowed for this application. 

Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR1. 136(a). 
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A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

In response to this office action the applicant should specifically point out 
the support for any amendments made to the disclosure, including the claims 
(MPEP 714.02 and 2163.06). Due to the procedure outlined in MPEP § 2163.06 for 
interpreting claims, it is noted that other art may be applicable under 35 U.S.C. § 102 or 
35 U.S.C. § 103(a) once the aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending U.S. applications 
that set forth similar subject matter to the present claims. A copy of such copending 
claims is requested in response to this Office action. 
CONTACT INFORMATION 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Thane Underdahl whose telephone number is (571) 
272-9042. The examiner can normally be reached Monday through Thursday, 8:00 to 
17:00 EST. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached at (571) 272-0926. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated/information 
system, call 800-786-9199 (IN USA OR CANADA) or5^272->0b/ 
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Art Unit 1651 



